A new method for isolation of high molecular weight DNA from eukaryotes is presented. This procedure allows preparation of DNA from a variety of tissues such as calf thymus or human placenta and from cells which were more difficult to lyse until now (e.g. Crypthecodinium cuhnii, a dinoflagellate). The DNA obtained in such a way has an average molecular weight of about 200 x 10^ d and contains very few, if any, single strand breaks.
INTRODUCTION
Isolation of large quantities of nick-free, high molecular weight DNA from eukaryotic organisms has heretofore presented considerable technical difficulties. DNA prepared by conventional techniques has been a heterogeneous population of molecules ranging in molecular weight from 10 x 10 to 20 x 10 d (1, 2 ) . The single strand molecular weight was often around 0.5 x 10 6 s.
A major improvement was made when Chambon's laboratory (3) introduced the use of proteinase K for DNA isolation. This method is excellent for monolayers of tissue culture cells that can be instantaneously lysed.
However, for difficult-to-homogenize tissues, considerable time elapses between cell rupture and the inactivation of nucleases.
We have found that homogenization of tissues in a Waring Blendor in the presence of liquid nitrogen completely disrupts the tissue and allows isolation of "nick"-free DNA. This modification of previous techniques has proved so useful to our laboratory and to numerous others that we wish to describe the method in detail and document the quality of the DNA.
MATERIALS AND METHODS
Agarose for gel electrophoresis was purchased from Seakem (Rockland, Maine). Proteinase K (Merck) and RNase A (Sigma) were commercial enzymes.
RNase A was made up to 2 mg/ml in 0.15 M NaCl and heated for 15 minutes at 80°C before use. Sarkosyl was a gift from Ciba-Geigy.
Agarose gel electrophoresis: DNA electrophoresis was carried out in cylindrical 1 x 14 cm 0.5% agarose gels at 30 V and 4°C for 14 hr (4). 
